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Re: Comments on docket98N-0581

To Whom It May Concern:

Listed below are our comments regarding the document Requirements for Testing Human Blood Donors
for Evidence of Infection Due to Communicable Disease Agents; Proposed Rule. Thank you for your
consideration of our comments in formulating the final rules.

1. FDA is reauestin~ comment on whether to exemut from testing for evidence of infection due to
communicable disease avents listed in $ 610.40(a) each donation of dedicated apheresis donors
We believe that the FDA should revise their requirements to allow testing proposed in $ 610.40(a) to
be completed once at the beginning of each 30-day period. However, this exemption to testing should
also include all other required tests, such as determination of ABO, Rh, red cell antibody screening,
and syphilis testing (if that requirement remains in place). We believe that introducing an extended
period for testing on only a limited number of tests will introduce the potential for error, in that other
tests, which should have been performed, will inadvertently be omitted. The requirement that the
exemption should only apply to a dedicated donor should be removed, since administratively it is easy
to keep track of whether a test was performed but not why. This comment also impacts the proposed
rule for 21 CFR 640.23(a) in Docket No. 98N-0673.

2. Suptiementary Information, Section I. Introduction, B. Requirements and Recommendations for
Testing Donors of Blood and Blood Components
In this section the FDA is proposing to: require screening tests for evidence of infection due to
communicable disease agent for autologous donations (blood donations intended to be later reinfused
into the donor) in order to reduce the risk of transmission of communicable disease by untested units
inadvertently entering the blood supply. It is unclear whether the FDA intends to include or exclude
units of autologous blood salvaged intraoperatively and returned to the blood bank for storage prior to
post-operative reinfusion. If the intent is to exclude, then $ 610.40(b) Exceptions, should be revised to
state “units of intraoperatively salvaged blood are not required to be tested for evidence of infection
due to the communicable disease agents listed in paragraphs (a)(5) and (a)(6) of this section.” If the
intent is to include, such units would need to be discm-ded since it would be essentially impossible to
have test results prior to the expiration of these units. In several types of surgery (e.g. total knee
arthroplasty) the bulk of the transfusions are given post-operatively, rather than in the operating room.
If the intraoperatively salvaged blood requires testing, the regulation will effectively preclude such
salvage for these cases.

Sincere~ LJ

S. Breanndan Moore, M.D.
Chair, Division of Transfusion Medicine



l.n the following serological p~.ct~lre:

H13sAq - NEGAT[VE
HBcAb - POSITTVE
H13cAb I~M - NEGATIVE
HBs.Ab - POSITIVE

donor has had Hepatitj.s B infertion in the past which has resolved,

Non–hepatic tissue from such donor can not transmit Hepatitis B and donor

should be considered sl~itab]e. “Tt mllst be mentioned that 95-99X of adults
contracti.n~ hepat,it,is R infection progress t.o complete recovery with
development, of established protective antibody (H13sAb). Enclosed is a st.!ldy
published in The Lance{ in 1974. This stl~dy was supported by a grant from

National Heart and Lunq Tnsti.tllte, Bethesda, Maryland and performed in
collaboration with the Blood Bank Department of National. Institute of Health

This study examined the risk of transfusing blood containing HBsAb,
Since this study was performer-l prior to Hepatitis B vaccine being available,
all donors with positive HBsAb had prior infection with Hepatitis B
virus and by definition also had positive HBcAb. The study has found that

HBsAb positive blood does not transmit Hepatitis B to the recipients.

Presence of HBcAb (IgG) is not a SCREENING TEST for Hepatitis B infectivity
as the proposed rule states, but a HISTORICAL TEST indicating previous
infection with Hepatitis B xrirus which in the vast majority of cases

terminates in recovery and development of protective immunity,

Sincerely

Eli Gendler MT)
Medical Director
Pacific roast Tissue Bank

Medical Director
Pacific Coast Tissue Rank
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PLASMA-GLUCOSE (reg. per 100 I’d.)

Fig. 4-Five patient$ with Snculinomas in whoso there was a
temporary rise 1ss pleoma-lnstdln Ievel$ in retponss to
fish-ln:ulin-indsrced hypoelyc=mia.

See legend to fig, 2.

which confirmed the diagnosis in the four patients
who had normaJ basal glucose levels after an
overnight fast. Although par~ial suppression of insu-
lin secretion in response to hypoglycemia was seen
in some patients, the pIasma-inwdin levels rernaincd

distinctly abnormal in all the patients studied. In
some patients there was a paradoxical increase in insu-
lin secretion duripg the test. The cause of ~his k
uncertain, bu~ fish insulin contains immunoreactive
glucagon, and tljs ma~-” have stimulated insulin
secretion.

Hypoglycemia during a three-day fast has often
been used as a diagnostic test for insuiinomas, and
is an indirect means of demonstrating impaired sup-
pression of insulin secretion. It is not specific unless
raised plasma-insulin levels are also demonstrated.
Exercise during the fast helps to induce hypo-
glycemia, but fishinsulin can produce a more certain
fall in plasma-glucose over a shorter period. If spcm-
taneous hypoglycemia has been documented, a posi-
tive fish-insulin suppression test is diagnostic of an
insulinoma and a fas[ is unnecessag.

In a patient in whom fasting hypoglycemia is sus-
pected as a possible cause of a curious attack, the
demonstration of normal suppression of insulin secre-
tion during a fisti-insulin test probably excludes the
diagnosis of an insulinoma. Stimulation tests for
insulinomas are siot useful in this context, because

.

TNE LANCET>JULY27, ]97{

false-negative resuhs are commom56 A ~o~ ~,
insulin test will not exclude other CSUWS ~ fl%

hypoglycemia, and osdY a PrOkOnged fast wl]] ~,
nitely do this. However, most Of the other QM

.
of fasting hypoglyc=mla m adults CRDbe easily CICIW

ded by other means. Endocrrqe deficiendq ~ ~
pituitary or adrenal, and cirrhoms, are USW]IY ~

and clinically apparent before hypogly=mia OCti,
The hypoglycemia induced by the. fish-insul~ [m
provides a stimulation test for COrtlso] and ~[m

hormone secretion, with increased plasm Icvtl, ~
the end of the test.’ Hypoglyca!mia indu~ ~
ethanol, sulphonylurea, or other drugs, may bC ,W
petted from the history, ~d .seff-adminis~tlm ~
insu Iin usual] y induces circdatmg insulin anti%
Sarcomas causing hypoglycemia are usually large, w

can be detected by palpating the ,abdomen, or h t
chest X-ray. Thus a normal fish-insulin suppr~
rest combined with clinical assessment and a h-t
simple tests ‘exclude virtually all causes of fa~W
hypoglycavrtia in adults. These tests can be perfOSCM

on outpatients, and are useful in situations in WM

fasting hypoglyca?rnia is a possible, but irnprobak
cause of curious attacks.

Wc thank Prof. P. B. Bccsorr for his Buppmr; h w
cians who kindly ccfcrred the patients; md MSSC. Pomf~
Mrs M. Phillips, and Mrs C. urcn for heir anisesncs. h
of the patients wish insulinomas were rcpossed in edict ~
performed wish Dr N. W. Os.kJCY,Dr. J. D. N. Ndxmq ~
Miss P, C. Johnson. This sNdy WS8 tupportcd b~ ~
from shc British Diabetic Associations and Peel Ms&
Research Tsust.

Requests for reprints dsotdd be addrcatcd to R. C T.

REFERENCES

I. Tumes, R. C., OstdeY,N. W., Nabm% J. D N. Ma- 1~
22, 111.

2. Turner, R, C., Johnson,P. C. Lmw$, 1973,i, I*3.
3, Turner, R. C., OaktcY, N. W., Nabarso, J. D. N. Br.~d. 1 lm

ii, 132.
4. Albano, J., Ekins, R. P., MSriQ, G., Tusnes, R. C. Atw *.

Copcnh. 1972,70, 4r!7.
S. Fajan% S. S. .Exccrma med. int. COW. SST.1969, l% ~
6. Marks, V., Samol$, S. Wd. P. 864.
7. Turner, R. C. Homrune Maab. Ru. (in the swat).

RISK OF TRANSFUS~G BLOOD
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,,f ;he donor units received by
, l(ned detectable HB.Ag. Of

these patients con-
the 362 [ransfusiort---

rccipients, 23 (6 ‘?,.)developed 25 episodes of hepatitis;
,,n!y 4 of these 25 episodes were serologically related
.,) 1{.B.v. Based on the absence of antihdy co HBaAg
Jnli-HB,) prior 10 transfusion, 27fJ of the pa[ients

!xcrc considered susceptible to H.B.V. infection. Of
~cse susceptible patients, 133 received at ]east one

,;ni[ of blood containing anti-HB,; when compared
.,,l[n [he 145 who did nol receive anti -HB,, there was
w significant difference in biochemical or overt hepa -
:USB (3/133 VS.1/145)> in Serological response to WB.V.
~/ ]33 vs. 5/145), or in hepatitis unrelated to H.B.V.
I] /133 vS. 6/145). It is concluded that blood con-

~mirrg detectable anti-HB. carries no increased risk
,,1transmitting hepatitis B compared with blood which
,:ks[his antibody.

introduction

THE risk of developing post-transfusion hepariris
-m been markedly reduced by the adoption of
.mversal resting of donor bloods for hepariris-B anri-
:cn (Hi3$Ag) and by decreased utilisation of com-
mrcia] blood.* However, despire rhe exclusion of
!{f3.Ag-positive blood donors, some HB&Ag-posirive
,,j:-[rmsfusion hepatiris conrinues to occur.’<
!“:1s could be due to rhe administration of HB,Ag
: ,Ilher specific antigens associated with heparitis-B

. :rus (H.E.v.) in quanriries below the threshold of
went derection methods. ti HB,Ag could also

:\(Jpe detection if that antigen were complexed
s md therefore masked by antibody to it (anti-HB,).
h Ihe latter instance, one might detect only

:wla[ing anti-HB, in blood thar is potentially
:ccrious.’ In addition, since the presence of anti-

!111mdicares past exposure to the hepariris-B virus,
r hnding of this antibody mighr be just as valid

, reason for donor exclusion as is the currently
,.. cp[cd exclusion based upon a history of clinical
,;~,]ll[is.]O1]

Ikspilc these theoretical considerations, blood
c..tlnlng anti.HBi is still [ransfused and [he few

-.!!,s performed to date have failed to demonstra~e
7, :n(rcased infecriviry of such antibody-containing

, d, the’ issue, however, is not totally resolved
‘{. Just the nurn@r of individuals followed has been
‘xI!I or because’lhe studies have lacked serological
: ,’.] :() assess susceptibility to H.B.V.Wlf Furthermore,
-~“:xclusion of donors wirh anri-HB. would severely
J..,c blood avai]abi]ity, since 5-20% of vo]umeer

: :1‘r~ have an~i-HBK detectable by present, sertsirive
-. Illqucs .1” We have combined dara from rhree
T ;~tLlive studies of posr. transfusion hepariris in
‘.:~’~IO de[ermine more clearly if donor b!oocf con-
~:’:ng anti-HB, Carries a significantly greater risk of
‘:’$fnit[ing hepatitis B fian blood which lacks rhis

-’ ‘:i\)dV.,

patients and Methods
:? “/ .’$l,,(/j~j

.,
‘r, Wrrc pcrfm-med in three medical cerrmcs:

l,. [he
~Wnr Univcrsiry Medical Center in St. Louis, the
: f’~llcgc of A.fedjcti~Ben Taub General Hospital

ii ~,:on, md the National Institutes of Health Clinical

Center in
previously
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B-erhesda. The designs of these studies have
been desmibed:+ Patients were assessed m--

~hc Washington University and the Ben iaub General
Hospiral bcginnirrg August, 1971, and at the Clinical
Center Blood Bank beginning February, 1970. All patients
successfully completed a six-month follow-up by Novem-
ber, 1973,

The Washington University study and rhe Clinical
Center Blood Bank study followed cardiovascular-surgery
pa[ienrs, while the Baylor srudy followed a randomised
sample of general-surgery parienrs who received blood-
transfusions at Ben Taub General Hospiral. The three
srudics are very comparable in design and are srsrnrrrarised
in table I. Ail donor units were tested for antigen, and
antibody, and recipients were fol!owed at leaat every two
weeks for three months and every month thereafter for
three months. Washingron University patients were
followed every two weeks for six months. Patients were
excluded if rhcy received transfusions on more than one
occasion or if they received blood derivatives other than
plasma, rcd CCIIS,or whole blood.

Defirsirwns

Hepatitis was diagnosed when, between two and twenry-
six weeks following transfusion, alanine aminotrarrsferase
(s. G.P.T.) and/or asparrate mninotransferase (s. G.o.T.)
rose ro at least 2 tirncs the upper limit of normal on 2
successive occasions at least a week apart, and when
there was no other obvious explanation for rhc enzyme
elevation, Icterus was defined as a bilirubin @cater than
2 mg. pcr 100 ml. Hepalitis B was diagnosed when,
during an episode of hepatitis, HBsAg was detected, smd/
or rhe patient developed antibody aeroconvenion. Sero-
conversian was the dc-novo appearance, and persistence,
of anti-HBs twenty-one or more days after transfusion
in a patient having no pre-exiaring antibody to the
hepatitis-B anrigen. Ananrnestic re~panw was a fourfold
or greater rise of anti-HBs occurring within fourreen days
following transfusion in a patient with pre-cdsting anti.
body. Serological response only was &fined as mroeon-
version, or an amnestic response, or development of HBsAg
in a patient who did not ‘develop enzyme elevations
indicative of hepatitis. Exposure was measured by develop-
ment of hepatitis B and/or serological response to st.E.v,

Technigue

All donors in this study were tested for H&& by
counterelcctrophoresis 15,16prior to transfusion. After
transfusion, stored sera from these donors were retested
by radioirnmurroassa y. At Washington University and at
Baylor subsequent resting was performed by double-
antibody radioirnmunoassay (R.I.A.-D.A.) 17-U and by solid-
phasc radioitnmunoassay (Ausria),* At tbc Chrieal Cater
mosr specimens, but not all, were retested by Ausria.
Patients who were HBsAg-positive prior [o transfusion
or who rcccived blood containing HBsAg were excluded
from analysis in this report.

Anti~HBs was measured by R.I.A.-D.A. ‘,~ and by
passive hzmagglutinafion (P, H.A.).= These methods have
recently been compared.n Washington University initially
tested for snci-HBs by R.I.A.-D.A. and con&rned positives
by P.H.A.; Baylor screened for antibody by P.H.A. and
confirmed positives by R,r.A.-D.A. The Clinical Center
Blood Bank tested for antibody by R.I.A.-D.A. initially in
[hc study and by P.H.A, larer.

Statistical analysls was performed by Dr Mariasr Fisher
of the Biometrics Research Branch, National Heart and
Lung Institurc, using Fisher’s exaet test, two tails.
Statistical significance in his study is defined as a P
value of 005 or less.
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362 r)atients whose

Results

me-transfusion sera were all–.

9
initially HB,Ag-negative were followed for six months
after [transfusion. Sera from all of their donors were
tested for HB,Ag and anti-HB,. Table I shows the
number of patients and the average number of unirs
received per patient at each participarin~ cenrre. The
proportion of donors with antibody ranged from 9“;
at the Clinical Center to 15~~, at Ben Taub, whereas
the proportion of recipients with pre-mansfusion
an[ibody ranged from 10’)(, to 29”,,.

Table II provides the clinical and serological re-
sponse co blood-transfusion irt the 362 blood
recipients. Among these patients, 25 episodes of
hepatitis occurred, 4 of which were ascribed to rype-B
heparitis. 2 patients had two distinct episodes of
hepatitis —a shorr-incubation, non-type-B, anicteric
illness, and a subsequen[ long-incubation, HB.Ag-
positive, icteric illness. 7 additional patients had a
serological response to H.B.V. without biochemical

evidence of hepatitis; 1 developed HBhAg alone, 5
hadseroconversion, a.nd 1 hadananamnestic response.
All 4 cases of HB,Ag-posi~ive hepa[itis were ictenc
compared with only 5 of 21 non-B hepatitis cases.
There were no fatalities attributable to hepatitis in
any of the patients followed.

TABLE I<HARACTER15ATION OF DOXOR5AND PATIENTSIN LAIX
STUDY’CENTRE[ALL DONOR UNITSWERE NEGATIVE FOR HB,Az*
ANDWERETESTEDFOR ANTT-HB.)

~o,.of
Average

no. of
Parucipaung 1;:,::: donor

ccntre units
six tmnsfused

months per patienl

Washington
University
Medical
Center

Baylor-Ben Taub
General
Hospital

Clinical Center
Blood Bank

10’5

20s

49

28

185

Com-
mercial
blood
( .~)

o

15+

o

Donors
anti-
HB,

posirivc
(cjJ

11

15

9

Rccipiencs
nnti-HB,
positive
before

transfusion
(“. )

22

29

10

* All donor uni!s were !cs!cd by counrcrclecrrophoresis prior to trans-
fusion; subsequently at Washington Univcrsi[y and at Baylor all
unirs, and at the Clinical Center most Uni!s, were retested by
radioimmunoassay,

T 150:,ofthcblood wasobtaJned from aco~ercial blood-bank scr\,ice
bul only one-fourth of thcsc~onors were paid,

,..
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V’e firsr analysed the entire recipient population
(362 patiel]ts) in order to compare t> c~ca] ad
serological outcome in those who recewed anti~V-
containing blood with those who +d not ([able ,1)
There was no significant difference ~ me,aswed ri.E,v
exposure (6/172 vs. 5/190) nor ~ hepatms l,U2tClar~,j
to H.B.V. (13/172 VS. 8/190). patients were [hen am.
lysed separately according, to Whether or.notthcyhti
anti-HB, prior to transfusion. 278 recipients did “o:
have pre-existing anti-HB,; 145 of these recipicnl,
received only blood w~h lacked anti-HB, while 133
received atleast oneunlt of blood contatiganti.HB,,
When these groups were compared there was aga~~
significant difference in measured H.B.V. exmsw
(5/145 vs. 5/133), in hepatitis B (1/145 vs,3/133L
or in hepatitis unrelated to H.B.V.(6/145 vs. I ]/133),

84 pa~ien[s had antibody to HB,Ag at the rime ~
transfusion. 4 of these patients developed hepatitit,
but none was serologically related to H.B.v. ~

anamnestic Serologic response to H.B.V.was obse~
in only I of the recipients with pre-exkting anti-HB,;
that patient received blood containing anti-HB,.

Among the 362 rccip~mts in this study there werT
21 episodes of hepatiti~ in which neither HBaAgw
anti-HB, could be der..onsrrated. These non-[ypE
cases showed no sicjnificant association with thr
presence or absence of pre-existing anri-HB, ~ [M
recipient or with the presence or absence of anti-HB,
in donor blood.

35 additional susceptible patients were followcd~
the Clinical Center Blood Bank. They were no[ in-
cluded in the preceding analysis because greater than
90~L, but not aI1, of their donor sera we; tested(~
anti-HBh.

All donors were tested for HB,Ag and were fourd
to be negative. Each of these 35 patients receivedat
least one unit of blood containing anti-HB,. Anega.
tive control group for these patients cannot be pm
sented because of the uncertain antibody status of
untested donors. None the less, among these 35 addi-
tional recipients of blood containing anti-HB,, trmr
de\’eloped type-B hepatitis or serological response to
KB.V.; 2 developed hepatitis unrelated to H.B.I’.

Discussion

Seeff et al.;’ in a preliminary report of a swdyd
over 2000 blood recipients, found that the risk d

TABLE II--CLINICAL AND SEROLOGICALRESPONSEOF RECIPIENTSTO BLOOD WHICH CONTAINSD OR LACKED ANT1-HB,

Prc- Donnr blood Confirmed exposure to Ii.B.v.
transfusion

Total contains. Total
serological so, “f cases

SIarus no. of

of
recipient

{
I

“ I_

‘Cc’p’cn’$l~A:l~:~: “c’p’’n” ~’$’i’ “i!;-B yB- ~F’:.HB 1 ‘:P!;: ’22”
. .

_.. _ —— ——— —

No
—.—— .—

278

. .— ———————
— 145 7t 1 (1)+ I 3 5 6 cO!!

EfB,Ag m —— .— ——
anti-HB, — 133 II (4?’

— —
Pre-exls[- 84 ~ l+ ,, - ‘:’ –-+ -: ; —+ —---2 (11

ing arlCI-
HB, only — 39 ~

Tl-”--~– ;-~ z—.:
2 !0:

——. _ _ ___ __ .._ _ ——...— —-,
Totals 361 362 ~j

t 14! 6 11 21 (f!
—_ .—.

iil 7

* ?iumbcr$ ,n parentheses indi’a~e numbers of r.atal cases which were ,mcr,c
t 2 Cp,sodesof hcpati[,s were dis~osed in each of z pa[icnr~; the first ~pl~~dein each pati~nt Wa$“~n.rypc.B and the second wSS [)v-B ~

(’Q
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developing overt or biochemical hepatitis B after
receiving at least one unit of blood containing rmti-
HB, (14°J~) was not significantly greater than rhe
risk after receiving blood without delectable antigen
or antibody (06%); both groups had Significant’
less hepa[itis than a third group receiving blood which
contained only HB.Ag (13.7%).

Goldfield et al,?’ prospectively studied 29 recipients
of anti-HB.-con[aining, HB.Ag-nega~ive blood and
103 controls who received blood with neither anti-HB,
ISOrHB,Ag; recipients of ●antibody-containing blood
did not demonstrate an increased frequency of post-
~ransfusion hepatitis. Gocke and Panick ‘z compared

37 recipients of anti-HB.-containing blood with 136
recipients of anti-HB,-negative blood, and concluded
[hat antibody-containing blood carried no increased
risk of transmitting hepatitis B. In all three studies,
the pre-transfusion anfibody status of the recipients
was not stated and therefore rheir presumed suscepti-
bility to H,B.V. was unknown, In addirion, the posr-
[ransfusion serological response of the parients was
nor given and thus the abiliry of anti-HB. -containing
blood to elicir an HBuAg response withour hepatiris
or to cause seroconversion without disease could not
be ascertained.

The present study provides data not only on rhe
development of hepatitis, but aIso on the development
of serological response to J-LB.V,, and permits analysis
01these dma in terms of whether or not the recipient
was initially susceptible to H.B,V, as judged by the
presence of anti-HB, in the serum before transfusion.
When the entire patient population was analysed,
nci[her the risk of hepatitis B not the frequency of
scro]ogicalexposure to 3LB.~.was S@IifiCWIY grCtUer

in rhose transfused with anti-HB, rhan in those who
did nor receive anribody-containing blood. A similar
lack of statistical association was observed when only
lhose patients withour pre-existing anribody (presum-
ably susceptible patients) or when only patients with
~rc-existing antibody were analysed.

No cases of biochemical or overt heparitis B
occurred among the 84 ~ecipients with pre-existing
mli-HB. in conrrast to%re 4 cases which developed
lmong rhe 278 presumably susceptible recipients.
:\lIhough rhese differences are nor statistically sig-
:~]fmnrl they are consistent wifh previous studies zs’qc
i~!nch indica[e thar anicteric or icreric hepatiris B
m parients wirh pre-existing anri-HB, is extremely
Xlusua).

The rota] hepatitis risk for patienrs in rhis study
“.IJS 64y,{, only llo~ of recipients developed
~rpariris B; hence on]y 16°~ of rhe roral hepatiris was
:~1.l{cdro H,B, V, AS expected, [here was no IelariOn-

‘“’:IP berween the frequency of non-rype-B hepatitis
~.! (hc presence of an[i-HB, in either the donor or
“’:(’rccipienr prior ro transfusion.

\~”cconchtde from our data and orher srudies that
~c rljkof exposure to hepariris-B virus or of develop-
~L’n: of HB$Ag-positive hepatiris fo]]owing trans-
‘-$:m of anti-HB -Containing blood is nOr Significantly
~:~~:cr tl~an thar’ observed following the transfusion
: i’lud which [acks detectable anti-HB.. The dala

~01 supporl exclusion of donor blood containing
m,.[{~+,
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SEASONAL OCCURRENCE OF COMPLEX

VENTRICULAR SEPTAL DEFECT

KENNETH J, ROTHMAN DONALD C. FYZER

Deparmrent of Epidemiology, Harvard School of Public
Heallh, and Department of Cardiology, Children’s

Hospilal Medical Cenrer, Boston, USA.

Summary
The seasonal occurrence of births of
children wirh ventricular septal defects

(v.s.D.) was examined for a series of 302 cases from
New England, The overall series showed a moder-
are peak in the summer, which waa enrirely attribut-
able to a strong tendency for complex V,S.D. tooccur
in summer. Complex V.S.D. occurred 4-4 times more
frequently in urban counties than rural counties, and
the seasonal rrend was strongest in urban areas. The
seasonal peak was not associated with birrh-weight,
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